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Dr. Frederick K. Nordsiek 
Associate Scientific Director . :^, ' 

The Council for Tobacco Research - U.S.A., 
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Dear Dr. Nordsiek: 7 
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I have read and reviewed the grant application that you sent to ne 
written by George B. Keiss and will try to comment briefly on’some 

of the points in this proposal which might bear-‘'^“ —■'**'’—*i—. .' 

by the council. 

"■ ^ - ^ .; v ■yy.yy- ^ 

In general, I found this to be a very interesting proposal,‘but .one .sr^>y;f. 
which is extremely broad in scope rather than specific in intent, 
make this comment primarily based upon the investigation that the 
working hypothesis, while based upon the premise that intracellular l^i^j.:^^ 

. storage, binding and movement of biogenic amines is altered by nicotine 
and that these alterations presumably are site-specific for^the mainroali^,,^^^y^_.v 
.'central nervous system, there is no indication, at least'in_the’refer-....:^^-^^^y_. 
•'ence cited on Pg. 2C, that this is really siqjported, xinless.it has.^been 
dealt with in the 

, iThe use of washout ——,- —j — o-,-,, - , ..r:. ^ 

ultimate determinant of the effectiveness of such methodology would 
seem to rely vtpon gross tissue assay procedures utilizing labelled amines. ...,y. 
-To accomplish the goals set forth for the working hypothesis ^derlying 
this series of experiments, it would seem that more than just gross 
"'tissue analysis, regardless of methodology, would be a requisite"; namely 
the subcellular distribution of such amines would appear to be 
necessity and this would similarly apply, particularly in those e:qperi- ■ ; 
ments in which nicotine uptake was being measured. Mention was 

made of the fact that nicotine uptake can be inhibited by several 

compounds related to the cholinergic system; and yet there is no compound 
in the proposal to examine the relationship between nicotine iiptake of 
acetylcholine or other choline esters. Mention was made of intracellular 
binding sites for nicotine and possible mechanisms of complete inhibition 
exerted by those agents which inhibited its uptake. However, no effort^ 
was made to either investigate such binding sites, nor is there any indi¬ 
cation that the interaction will be further considered. 1 • 

The use of bioassays, as proposed on Pg. 2B, Section 3, which does hot 7^: •' 

' represent a particularly new area of investigation for the effects of , 
nicotine, unless there is some further underlying rationale, is not 4-., 
specified here, for relating regional brain uptake with peripheral muscle 
response. ^ ,^ ".r' 

SourceT 
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1 cannot, offhand, conceive of any such rationale. ■ '. 

It would be of considerable \:isefullness to have some basic information 
upon the dose-response relationship between nicotine and biopnic amine 
accumulation by the central nervoiis system tissue. It is quite conceiv-;-^^it^^^^^*' 
able that non-physiologic doses of the alkaloid will indeed modify amine 
distribution in vitro , which can be demonstrated with veratrines, vinca, 
and other grot^^s of rather distant chemical relationships to nicotine. 

It would seem that the experiments proposed in Sections 1 and 2 on Pg. ' 

2B would rely upon such information, but have not specifically proposed : 
its consideration, although there is some mention in this portion of the 
proposal of intracelliilar sites, which seems a rather ambitious under- 
taking to examine "binding sites‘within the cell membrane", and I would , 

be most curious to know how these would be undertaken. It is, furthermore, 
not clear whether such investigation would be strictly in vitro studies, ' 
using isolated, incubated tissue slices, or whether the iq)take tissue -V-S^f£r 
studies would be carried out in vivo and the local studies examined _ \ 

'in vitro. , ' ’t - .. ■ ■■/. v ‘ 


^ -.VV*? !,»- 

•■.r 

“ ■'.■• • 'i-y,' ■•■ • 








^ ' • “o. , 


My general impression of this proposal is that it is a rather ambitious 
undertaking which will ultimately rely iipon some highly sophisticated • 
methodology in cellular biology. Much of this methodology has not been ; ^v .', 
detailed in this proposal and some of the experiments would actually be 
based upon such procedures which I am not aware of having yet been ; 

developed or published. My feeling is that if this investigator has 
already proved his competence beyond investigating drug effects upon 
gross tissue distribution of labelled amines, then the ejqperiments 
posed might be worthwhile investigating. If, however, the entire pro-’ 
posal rests on the assumption that the relationship between uptake, 
distribution and disposition of nicotine and its interactions with other 


amines or alkaloids and remains to be established by this series of 

studies, then it would still appear to me to be highly ambitious as jan . v 

undertaking. . V:'‘ - ‘ 

• * . ' ....... . V _ ^ ^ ‘ 

I hope that these comments are useful to you in the evaluation of this . 
proposal and if there are any more specific areas - within which you ji /-..,;- 
would like me to report, 1 would be happy to. do so. 


Sincerely yours. 


KBE/nra 


Source: https://www.i 


Walter B. Essman, M.D., Ph.D. ^ 
Professor 
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